APPENDIX OF PENDING CLAIMS 
' l™ 0 ** A method of screening a human subject for an increased risk of 
developing a hereditary lymphedema, comprising the steps of; 

, m ,„ J 3> T 3 ™ 8 u UC,Cic add 0f 8 human t0 determine a presence or an absence of 

a mutation altenng the encoded amino acid sequence or expression* at least on v1S£-3 



(b) screening for an increased risk of developing hereditary lymphedema from the 
presence or absence of said mutation, wherein the pnJnce of a muSaTSgme 

Z^SlTT "5? SC< ? UenCe ° r ^ at least one VEGFR-3 allele in the nucleic 

ac,d correlates with an mcreased risk of developing hereditary lymphedema. 

2 A method according to claim 1 wherein the assaying step comwises 
deterrmning the presence or absence of a mutation altering a tyrosine WnSmaln amino 
acid sequence of the protein encoded by the VEGFR-3 allele. 

a--™.- 3 '- .v A meth ° d accordin 8 to claim 1 wherein the assaying step comprises 
determmmg the presence or absence of a missense mutation in f VEGF^E a 
position corresponding to one of codons 857, 1041, 1044 and 1049 of the VEGFR 3- 
encoding sequence set forth in SEQ ID NO: 1 . j 

4. A method according to claim 1 wherein the assaying step comprises 
determining the presence or absence of a missense mutation in the VEGFR-3 allele at a 
lD^O 1 l C0rreS ' > ^ to C ° d0n * * ^ °f the VEGFR-3-encoding sequence seffbrfoln SEQ 

oneprocedures^ 

VEGFR^lle^ 

(b) performing a hybridization assay to determine whether nucleic acid from the 
s^nce^ 

•a c (C) » 1 _P afonnin 8 a polynucleotide migration assay to determine whether nucleic 
iv (d lu P^ 01 ™^ a restriction endonuclease digestion to determine whether nucleic 

~«£zzsr aoucleotide "*■- ,o « 



6. A method according to claim 1 wherein the assaying step comorises- 
performmg a polymerase chain reaction (PCR) to amplify nucleic acid comprising VEGFR-3 
codmg sequence, and determining nucleotide sequence of the amplified nucleic add 

7 A method of screening for a VEGFR-3 hereditary lymphedema eenotvne in a 
human patient, comprising the steps of: p«euema genotype in a 

♦ •., (5 ?. P rovidin S a biological sample comprising nucleic acid from said 
patent, sa,d nucle,c acid including sequences corresponding to said patient's VeSfr^ 
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mutations; ^ nUCldc acid for ** P res «"* of a mutation or 

M t^S^V VEGFR ' 3 8Cn0type to™ «"W step; and 
hereditary lym^ 

sample 8 ' ^ ^ * Claim 7 wherein «* biological sample is a ceil 

^enc^apoS 

VEGFR-3 alleles. ' P ° rtl ° n com P nsin 8 at least one codon of said 

10. The method according to claim 7 wherein said nucleic acid is DNA. 
11- The method according to claim 7 wherein said nucleic acid is RNA. 

thathaveasequtc^,^^^^^ 

human VEGFR-3 S^u^c^viG^ l^ ^ to a P° rtion °*®wild'type 
difference sele*^^^^^^ 

or nucleotide substitution. cons,slin g of * nucleoUde addition, a nucleotide deletion, 

and bases 3044 throu^I MR *" ^ otima ™ f«» 0 gh 2848 

^™»Tats 

3Ml,P«50arCM„;^ 

complerL; A C ° n "" iSin8 " *"> "^nucleotides of the formula X„YZ„ or .« 

where n and m are integers torn 0 lo 49 
where5 s (n + m) s49; 

NO,, sa,d ars, port™ e*i,„ g rrnrnedmely „p stream (5., rf ^ 0 " f °^EQ ^ 
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NO- 1 ,m .„ Wh r° ^ ' S ! !t ^ tcl1 of m ™ k| W''1b identical to a second portion of SEO m 
W ?NO " anT"" POm0n bt8 " U,in8 '—»'*' *•»—» 0-) of posKwSq 

con.plentn; A COmPriSin8 " ' W> ^"^des of the formula X„YZ„ or its 

where n and m are integers from 0 to 49; 
where 5 s (n + m) s 49; 

no- l - • j !' here . ^ is 3 stretch of n nucleotides identical to a first portion of <5FO m 
NO. 1, said first portion ending immediately upstream (5*) of position WoTsEQ^roNO^ 1; 

NO: l; P ° rt,0n beginmng ""««fi«dy downstream (3 ') of position W ofSEQ £> 

-leo^ 

adenin^guanint^^^ 

array includes at least one probe seT^ns Zto to ZoS^ "* ^ ^ 

exactly identical or W« B »leme n i^^^K2 VeSr fT* " 
sequence set forth in SEO ID NO- l tL *™ niQU 01 f nura an VEGFR-3 coding 

through 2848 and bLs 3^ thro^ 3" l" I53qS SaT"" C °" S,! "° 8 2546 

human VKSraV^L*? 1 pol >" ucle ? lid,! «™i*M»S a nucleotide sequera* encoding a 
numan VEGFR-3 protem vanant, wherein said polynucleotide is catihl. „f . 
the comply ofSEQID NO: ! under fte folLtarn^totKrco^S ^'" 8 '° 

from the group consisting •^S^S^^n^^JS^' "5*" 

to 1 165 of SEQ ID NO: 2. ^ Md ammo "a* 1009 



-20- 

l 



